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This is a communication from the examiner in charge of your application. 
COMMISSIONER OF PATENTS AND TRADEMARKS 

OFFICE ACTION SUMMARY 

1^ Responsive to communicatlon{s) filed on lo ~DeC^/11^r . 

^ This action is FINAL. 

□ Since this application is in condition for allowance except for format matters prosecution as to the merits is closed In 
accordance with the practice under Ex parte Quayle, 1 935 D.C. 1 1 : 453 O.G. 21 3^ 

A .shortened statutorv Period for response to this action is set to expire ^^^2 rnonth{s),4W thirty djyo. 

^^S^tel^ date of this communication. Failure to respond within the penod for response w^l cause 

S^^^^^S^^ (35 U.S.C. § 133). Extensions of tin.e may be obtamed under the provisions of 37 CFR 

1.136(a). 

Disposition of Claims 

U Claim(s) "^^7 ^ • '^^^ P^"^'"9 *PP"*=^* 

Of the above, claim(s) 

„ , is/are allowed. 

□ Claim(s)^ . 

^ Claim(s) 25^37 

„ , is/are objected to. 

□ Claim{s).^ ■ " " 

^, . are subject to restriction or election requirerr 

LJ Claims . . ^ — 

Application Papers 

□ See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 

□ The dmwing(s) filed on is/are objected to by the Examiner. 

□ The proposed drawing correction, filed on □ aPP^°^^<^ ° ^*^PP^°^ 

□ The specification is objected to by the Examiner. 

□ The oath or declaration is objected lo by the Examiner. 
Priority under 35 U.S.C. § 119 

□ Acknowledgementismadeof a claim for foreign priority under 35 U.S.C. § 119(aHd). 

□ All □ Some* □ None of the CERTIFIED copies of the priority documents have been 

□ received. 

□ received in Application No. (Series Code/Serial Number) ■ 

□ received in this national stage application from the International Bureau (PCT Rule 17.2(a)). 
*Certified copies not received: 



□ Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 119(e). 

Q TSormaiiion' Disclosure Statemenns;, r » 1 t^a.^i okv^^. w^-,. ^ ^ 

□ Interview Summary, PTO-413 

□ Notice of Draftsperson's Patent Drawing Review, PTO-948 

□ Nottee of Infonnal Patent Application, PTO-152 

- SEE OFFICE ACTION ON THE FOLLOWING PAGES - 

PTOL-326 (Rov. 1(V95) 
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Serial Number: 08/455,975 
Art Unit 18 

Part III DETAILED ACTION 



1. Applicant's response filed 10 December 1996 has been received. Applicant 
should note that the amendment to the claims has been entered, therefore, claim 22 has 
been canceled, claims 21, 23-28 have been amended and claims 30-37 have been added 
and are pending in the instant application. No other amendments filed on 10 
December 1996 have been officially entered at this time for the reasons listed below 
under Specification. 

2. Any objection or ^jecKon of record which is not expressly n^peated in this acHon 
has been overcome by Applicant's response and withdrawn. 

£ T-4.1 T T c; rnHe not included in this action can be 

3. The text of those sections of Title 35 U.S. Code not mciuu 

found in a prior office action. 

4. Applicants arguments Med 10 December 1996 have been fully considered but 
they are not deemed to be persuasive. 

Specification 

5. A substitute specification was requested in «,e instant application because of the 
numerous amendments which needed to be made to the specification. Applicants 
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have provided a substitute specification with some of the amendments included, yet 
also include 7 msi£ pages of amendments. As stated in the previous Office action, the 
numerous amendments which have been submitted result in a specification with 
potential errors as well as a copy which is not easily readable for the printer (at the time 
of allowance and issue). In addition, the filing of a substitute specification requires the 
submission of a hand corrected copy of the portions of the original specification which 
are being added or deleted wittLaddili.m In inr nnHorlinod and deTetions being 
bracketed. In addition, a statement that the substitute specification contains no new 
matter and that the substitute specification includes the same changes as are indicated 
in the hand corrected original specification is required. Such statement must be a 
verified statement if made by a person not registered to practice before the Office. See 
MPEP § 714.20. 



Response to Amendment 
6. Applicanl^s inclusion and update of the history of the parent application which 
the instant application claims priority is appreciated. However, since the substitute 
specification and the amendments thereto were not entered, the required substitute 
specification should include this information along with all of the other amendments 
submitted with paper #7. 
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Claim Rejections - 35 USC § 112 
7. Claims 21, 23, 25-28 and depeiident claims 24, 29 and 30-37 are rejected under 35 
U.S.C. 112, first paragraph, because the specification, while being enabling for a 
method of stimulating epithelial cell growth with KGF and KGF polypeptides which is 
truncated within the region of amino acids 32-78, does not reasonably provide 
enablement for "treating a condition by specific stimulation of epithelial cell growth" 
with KGF or for "portions thereof as recited in the claims. The specification does not 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to use the invention commensurate in scope with the instant claims. 

The specification does not provide enablement for the invention which is 
commensurate in scope witii claims to "tieating a condition". The specification 
provides a protein, keratinocyte growth factor (KGF), which stimulates epithelial cells 
specifically (i.e. does not stimulate fibroblast cells). The specification is also enabled for 
using this protein (and/ or pharmaceutical compositions) for stimulating epithelial cell 
growth, either in vivo or in vitro. However, the specification fails to enable a method for 
h-eating a generic condition by "specific stimulation of epithelial cell growth". The 
claims currently encompass b-eating any condition, ft-om obesity to pregnancy, for 
which the current specification is clearly not enabled. The specification does not 
identify which conditions would benefit from epithelial cell stimulation, and one of 
ordinary skill in the art would not be able to reasonably be able to predict all of the 
conditions which could benefit from KGF adminisfration. Claims to a method of 
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stimulating epithelial cell growth are supported by the specification as filed and would 
provide the breadth necessary to encompass use of KGF for stimulating epitheUal cell 
growth in any condition for which it is administered. Dependent claims could also 
further limit the method for use in patient and wherein the stimulation is at a wound 
site, etc. However, the claims as currently presented are not commensurate in scope 
with the instant specification as indicated above. (It is noted that the claims were 
amended to encompass any condition, therefore, Applicanf s amendment necessitated 
this new ground of rejection.) 

Qaim 27 is also a method of treating a condition, even though "by specific 
inhibition of epitheUal cell growth", and is not enabled for the same reasons as listed 
above. 

The specification teaches a keratinocyte growth factor (KGF) of 194 amino acids 
in length and DNA encoding said KGF. The specification also teaches that the first 31 
amino acids are a signal sequence that is cleaved in the mahire protein and that amino 
acids 32-78 confer epitheUal cell specificity to the protein. However, the specification 
does not provide support for any portion of a KGF polypeptide, having preferential 
mito genic activitu on cells n ft^ithelial ori^n. Two separate issues are raised by the 
wording of the claim. First, the language of a portion of a KGF polypeptide having 
preferential mitogenic activity does not give any sta-uchire to the amino acid sequence 
which is necessary for this preferential activity. This would include any fragment 
amino acids which stimulate preferential mitogenic activity. There is no support in the 
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specmcaHon U-a. any portion fron, KGF would encode the prefe«ntial mitogenic 
acavity of a KGF polypeptide, and it would required undue experimentation to 
determine how the amino acids could be arranged in order to faciUtate p^ferenttal 
mitogenic activity. Furftermo., the claim mu.t«ci.e sufficient elements necessary for 
enablement of the claimed invention, the instant case, there is evidence in fte 
specification that amino acids 32-78 are ...ponsibU for conferring mitogenic specificity 
to the protein, the specification does not teach which other portions a« necessa^ for 
mitogenic activity on epithelial cells or «.at portions of KGF which do not include these 
amino adds would possess preferential mitogenic activity for epithelial cells. Claim 31 
is also no. enabled for the same reasons .n that the KGF polypeptide "comprises amino 
acids 65-156 and 162-189 of Figure T. This claim does not recite sufficient elements 
necessa-y for enablement of the claimed invention, nor does the specification provide 
support that only amino acids 65-155 and 162-189 are required for stimulation of 
epitheUal cells. It would require undue experimentation to determine which other 
amino acids a« requi^d for activity except for a KGF which comprises the amino acid 
sequence of Figure 7 or a KGF polypeptides wWch is truncated within the region of 
amino acids 32-78, which are enabled by the instant specification. Therefore, it would 
require undue experimentation for one of ordinary sWU in the art to determine which 
portions of KGF would confer p«ferential mitogenic activity for epithelial cells, absent 
clear and convincing evidence to the contrary. 
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Claim 32 is not enabled for a KGF polypeptide encoded by a DNA which 
hybridizes to the DNA of Figures 6 and 7, because the DNA which hybridizes does not 
necessarily encode a protein, nor is it predictive which DNAs that meet the structural 
limitations (i.e. hybridizing) would also meet the functional limitations (i.e. encoding a 
protein which a particular biological activity) of the claims. The specification does not 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to use the invention commensurate in scope with this claim. The claim 
encompasses a DNA which encodes KGF, a DNA which codes for substitutions, 
deletions, and insertions, as well as fragments, and, due to the possibility of frameshifts 
in polynucleotides, also encompasses polypeptides with virtually no amino acid 
similarity to KGF. The specification does not disclose which mutations can be made in 
KGF such that it retains biological activity, nor does it teach the critical amino acids 
(except for amino acids 32-78) or domains which are critical for its activity. Since there 
is a lack of sufficient guidance in the specification to determine which amino acid 
substitiitions or alterations would produce a biologically active KGF or any working 
examples of any such variants and because the state of the art suggests that the effects 
of an alteration in protein sequence are unpredictable, undue experimentation would 
be required to determine which DNAs which hybridize to DNA encoding KGF would 
also encode a functional protein that could be used in the claimed methods, absent dear 
and convincing evidence to the contrary. 
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8. Claim 32 is rejected under 35 U.S.C. § 112, fourth paragraph, as being of 
improper dependent form for failing to further limit the subject matter of a previous 
claim. 

Claim 32 attempts to define the protein used in the method by the DNA 
encoding the protein, however, this does not further hmit the protein. For example, a 
serine residue encoded by TCT or TCC or TCA or TCG is still the same serine residue 
and therefore claiming a serine and then claiming a serine encoded by a particular 
nucleic acid sequence would not further limit the subject matter of the previous claim. 
Furthermore, (a) and (b) are duplicative of each other because the protein encoded by 
the DNA of Figure 7 is necessarily the same protein as that which is encoded by the 
coding region of Figure 7 since the non-coding region does not provide any of the 
amino acids of the protein. 

Conclusion 

9. Apphcant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). AppUcant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for response to this final action is set to expire 
THREE MONTHS from the date of this action. In the event a first response is filed 
within TWO MONTHS of the mailing date of this final action and the advisory action is 
not mailed until after the end of the THREE-MONTH shortened stahitory period, then 



# 
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the shortened statutory period will expire on the date the advisory action is mailed, 
and any extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing 
date of the advisory action. In no event will the statutory period for response expire 
later than SIX MONTHS from the date of this final action. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Christine Saoud, Ph.D., whose telephone number is 
(703) 305-7519. The examiner can normally be reached on Monday to Friday from SAM 
to 4PM. 

The fax phone number for this Group is (703) 308-0294. Any inquiry of a general 
nature or relating to the status of this appUcation or proceeding should be directed to 
the Group receptionist whose telephone number is (703) 308-0196. 



Christine Saoud, Ph.D. 
April 9, 1997 



